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(54) NEW PEPT I DYLALDEHYDE DERIVATIVE AND MEDICINE CONTAINING THE SAME 

(57) Abstract: 

PROBLEM TO BE SOLVED: To obtain a new compound, 
represented by a specific formula, having a 
free radical capturing activity and a ca I pa in 
inhibiting activity and useful as a medicine 
useful for preventing and treating cytopathy. 
SOLUTION: This compound is represented by 
formula I (A is an organic compound residue 
having a free radical capturing activity; R1 
and R2 are each H or a lower alkyl) or its 
pharmacologically acceptable salt, e.g. 2-((6- 
hydroxy-2, 5, 7, 8-tetramethy lchroman-2-y I) 
car bony I am i no) -3-methy I -N- (1- (2- methy I propy I ) - 
2-oxoethy I ) butanam i de. Furthermore, the 
compound is obtained by passing a reaction for 
reacting an aldehyde derivative represented by 
formula II (B is a substituent group used as a 
protecting group of amino group) with an 
alcohol under acidic conditions and then 
providing an acetal derivative represented by 

formula III (R3 and R4 are each a lower alkyl, benzyl or the like). 
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1 

Ubi] 




[B^2 ] *rtHk*B»B#, 7*y-^«bs*r 

ifc* . H#I 1 KgE«t4>B«*X fc«-ta>JMtt*«K» 
[IS&3E3] 7*/-;WHb£taP. ?*s-A,&m 

t -V+h) ? 2, 3. & - I- 

-fcr>-l, 4-S>*-JU. 2, 3-S^h+V-S--* 

4-^*-Jk 2, 3-i>> r*V-5--* 
**-6 - V- 1 , 4 - isX^^fyh^R 

■[B#*5] ^>^^>«»(t^2. 4, .6, 7- 
7r^*^**^>$r>-5-*-;k 3, 4, 
5. 6-^h^^^iU***^>y>-5-*-ik 6 

5. 6-HJ*-Jl*&£«Sn*ft^r**B*3i 
[B#B7 ] ( 1 ) 

Hba] 




(1) 



[B#«8 ] tfnsia«oTB!i - femiz'&ztmmi tc 



(2) 4M32 0 0 0- 1 9 1 6 1 6 

2 

[000 1 ] 

*. 

[0002] 

-^C^W>7S«««Bin8l*<Wfittfb. H:7»-iB 

20 mM^m^Lx^h^m^tu^x^tc, mux* 

(Trends in Pharmacological Sciences, 412p 
.<19W¥> ) 0 

[ooo3]cn*t\" *4^w>B*flUB«iT6*> 

^iL-X:, ?7)\>?t KB&f* <»iaT8-2 8 

7 16 7), KS>7 V-** >B»* (nochgn. 

3., 253§, 751W5SW (198S?) , J, fed. Chem., 35 
30 B, 21<>-220p (1992^)3 , K^*^7 * KB 

tChem. Lett., 191^1941 (1990¥) ) ^<J>^zf 
^KBOft, -fv^^^tWO 9 2/118 
5 0), K P - 1 2 4 1 (#B3¥6 - 4 1 0 6 7 > 3$<J> 

Kttfb^**>«*snri**. 
[0 00 4] sfcjfiff* Afliicjr&BBiBiaJitfttttB 

±lBFl**©«aitt^iB63&*Ci:3nfc (Raymond T., Ba 
rtus, Stroke, 25^ , 2265*~ 22701 <1994*£) ) ♦ 

[0005] wmm* ^nmmm^owmt lx& 
40 i&v&faMk&w*. ftst *«*/ja^tt*tt» 

Cft6«CJ:*JB»*nfca hUXK<fc*W8 
rt^n77-^©attfk^Bfk1*B*#. B^tttKWa 
fl85E«IS&C l/«BBB£ft&3**?IS&&*& 

(Prog. (teuro-Psvcophanwcol , and Biol,, 16^. 23 
^30g<1993*£), Pvsch.,17B. 21--70I < 1993 
¥> Do 

w [ 0 0 0 6 J o 'J - ^ jWMHSt * wr ^WBlte 
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(3) 



12 0 0 0- 1 9 1 3 1 6 



MfT*C±#£<<D»*«ftG&ft , C(,'6 CAnch. P 
hanwcol., 325#, 129-146I <1?9?*> , free Rad, 
&iol, Med,, 215^2321 <1991*) , Eur, J. Ph 

armacol,, 210&, <1993*P> i< 

0^*<Dft^#*ifc*m*& u, a™, Neurosa., 10 

4@ <3^> , 29O-310H (1997*) ) • ±&OfcJ:$ 
tCC ft* < ©JtJflLttrttilSSftClWT&fiftgttB^fl. 

■fl>j*aw«*nfc 20 

[ 0 0 0 7 ] 
[ 0 0 0 6 ] 

^rhtcwtismfi&tT'ttc. -eoiai, Tie-* 

[000 9] 

[ffc3] 30 

CHO 



[0 0 13] A«7y-^i>*iHSI««Stt4W 

tzmmtitfm&v&*>. r< *jj:^r 2 ittnw 

7*t^7^fc K»*(**fct**©SBi(l««CBF«o 

*. Jbsa < i > tcgaat©KW*fctt-t<J>JW«*«^» 

*&*RSft*fk£*rc**±fH (2) vc&mffiM* 
*fctt*<^««ww«t/ff*». <4) ^^y- 

ArSCWtd^e-ex ( t e r t-T^/M 

Jk 2, 3, 5- h »M*^:/-tf>- 1, 4-^*- 

A\ 2, 3-^^ h+V- 5-^^-1, 4 

2, 3 h*t/- -t'ij^> 

*«. (5) ^>V?7>f*#f*#2, 4, 6, 7- 
rh^^tf+t^VdO-S-*-^, 3, 4; 

tt. (6) ^>Ve7>S§^^2. 5, 7, 8-rh 

^^u^a-^x-'fc&ite <3) Kte$S<Di3fi3f**fc 
it*<mm¥mcpt&u'&zfa> < i > -«* < 1 ) 

[0014] 
Ufc5] 



[0010] [«* % A4«y-^J>*JH»t8fStt«rW " 

**«(Hk^B»i?*D. Ri fcJ^R* tttften 
7?^U7JUr"fc KffW*£ fclt*coSK»flW:&*0 40 

[0011] 
[0012] 

[*k41 



50 



II ' 



(1) 

[0015] A«*^y-5^*MttaStt«:W 

-r*filiHk^«8fflFT?*9. Ri fcJctfR* i«h^n 
*** fc 7 ju+^ua ] tr-sSSti-STJU 

•*WWiir*»4±E <7 > Kia$S<»ls^raT* Er- 
ik's* 

[0016] iK-ASK ( I > +, AZ'&Zti&J x ) - 

^^*^»fisstt&wT5s»fk^Bsiaib'c«, 7 
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5 

t/C&, W*,»2,6-t'* (tert 7* 
✓ -/k 2. 3, 5- h 'J^^^>Hsf>- k 4-S> 
*-Jk.2, 3-^h+^-5-^fJl-l, 4-t> 
*-;k 2, 3 b -J 
^>-fe>-l, "077^ 
>3*S*£l/Ct* % W;U*2, 4, 6, 7-7"h3-rf* 
;U**tM>^-5.-*-;k 3, 4, 5. 6-7h 

1. 3-^tFn^y^/77>-4, 5, 6 - HJ 

*«2. 5, 7, B-r h^^^^q-?>WfllS3 

[0 0 17] ±f5H&ft < I > +. R i fcJO'R* t?* 

$n^«ar^*ju*tU'Cii, *;k x* 

;k /Dt^. ^V7Dfc:^ y*jk s 
ec-^. t e r t -7'*Jk ^>=fJk ^v^> 
*;k **^>^k tert — ^>?;k ^*>;k 
4 -^jl/'O^k 1, l-^jf^A^*;k 2, 2 
-^^T^k 3, 3-s>-rf*^?'*Jk 2-x* 

otfJk -rfy^JH?**. R> *«fctfR« r-HSn 

fc»*«*jf*wfcn*. 7y-^Siotrtt. fl* 
U^*xjk i -t7*Jk" 2-t??;i>^Wfc 
ft. !tf£U<t*:?*^JkC&&o 5/*n7JU**g£l, 
ft*. flxte^d^PtMk V^orT^k >£o^ 

ASfcj: vhwwj* xm^nm^mmm^ 

**-*y»JJk *77«JJk -fS^VLhk e?7M 

Jk ^>$ry>;;k tty"»J^, 7 

>K'Mri«ff*U*. Ri teJ:£XR 2 r*Sft*. gfe 
gn^^rfcJ:c^7**;U3to6tatt**W4or 

'fy^afiK -fyr^k ^>i^k 
v>M*Jk .^>K--;U-3-^U>*^T?ab*. 
[0013] ^fcflccfett^HIW ( I ) T*3tt&ffc 

<. ^l*fc&if£££>JM itoKXtt MS a*. ^7 'J 

A*W)7Jl*'J±»MHS> , ttM»£4>ft<fl*. 

(*. feSSfe, AfbkiWfi. KB*! WRft, 'J>Bfc 



(4) «H2 0 0 0- 1 9 16 1 6 

#¥w&ft*# % cft^cia* 
anaa*. bc. ±iaHK^ < i > x&zti 

I o o 1 9 ] *w«hi* < i ) -e*3ft*ffc£* 

10 [0020] 
Ift6] 




[SCUD*. BitMMrzsitmwttoxmi,** 
ft«BfeS*«u Ri fectc;R 2 «*iffi£H«-cft 

20 *. ] T?*3ft*7JUrfc K»S*f:BttStfrT. 7Jt> 
a-^EJSStf— M« (III) 
[002 1 ] 
[ft7] 

an) 

30 [0022] (III) *, B. R» fc<fctfR 2 \tm 
&±®mx<b*). R 3 , R. t*««7^+i«*fclt-^ 

>^i*4sl. x\£mLxmm&Luxi>xi>ji 
(id BX'*3n*7sy»a>iasai-u-cfflt^ 

Jk t e r t -^h+^^^iU. 9-7jU^u^jI 

If. Sm, p-h^x>^*>B. *>7tW> 
B. p- MUx>XjU*>®e»J*/^A£, h'J^^ 

ftf*b<tip- hJUx^^^^BCDffttTi?**. ± 
iaSlt , Cffl^6ti*7;U3-;Uil/-Cft ^^/-Jk 
X^/-JU, ^>^7A'3-^, x5?>-i, 2 - V 
*-ik ^D^-l, 3-3/*-^. 2, 2-^* 

ju^d^>- i ; 3 -^*-n^AWfcn&#. ^ 
o<«, x^>-i, 2-^*-^-ca& 0 sea* 4 

50 feft&ft*, lft*L<l*^>^>r'A-5, Sf&ttttti^ ii 
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[0 023] *K, <lll> i?*^n-&fk^*© 
T 5 ^«tft&«KSS-r 4 C ± K J: 0 . -fl!K < iv> 
[0024] 




(IV) 



[0 025] t*(iv> +. Ri , R, , R 9 fccfctfR 

4 **giffl4ra«'cab&. ) T'&^n£7^>2$^3f*£1i■ 
[0026] ate, -as* (iv) r«sh*ft£«*fc 

HB*(V) 
[0 02 7] 
Ut9] 

COOH 
(V> 

[0028] [s<v)+. AMsmMM-ca-s, ] 

J:D. <vi) 
[0 02 9] 
[ft 10] 




m) 

[0030] (VI> +. AfcJtfR,. R 2 > 
R 4 . R* t*Ma£IS]a'C&*» ]X'^$n^N-gfe 
S^** VjU7* * - JUSWfc^T*, 

[0 03 1] ±fcEJfctcto<r>i:, h§3& <iv) -easn 

it. -«W (iv) ?*Sft*|fc£fc±7;Urt F.>h 

fet*. HBK <iv) l?£3*i£fki^5<tfc'X ( MJ** 
;l^'JJl) h7* K. ( h 7 

V 'J JH k^£ ©JfcJfcK J: -> f -5 ^> M SUM 



!5) 4*112 0 0 0- 1 9 1 6 1 6 

a 

ktt£o HBW<iv> -CjJSn^fk^BiteJryf-ecoKcS 
*n>*>BH&. p- h;Ux^^;U,t:>^^mft[Kfe 

[0032] isesifeKifcoi:, h§2£ < v > r«sn 

. fSttfbxA^«A*tf6ti*. »vQy>(tttibi: 
ttsnfc»j>» (vr;u*^y>K 

K5> , t>rrt^ffi'J>R 1 SIB*. Be 

20 >@*<B&, ^ct*>B. t\»oj> 
K. ^>*Ofl*. <fv^o»>«, HJ*DPftB»> 

is^smTkfo* tc\tmmm&w$&mi en* . 
tk7 2 rovmtMt i/ct*, w,ur<f * 4 

;k 7x^Jl7 k /7 *^XX?JU. 7*^J^m 

jUxxtjU, tf'JS>A/xa^k 8 »J Jt'f 3*-XA 
*fct*N 1 N-^9 L Jl't KP+V7 5 >, 1 - 
t |cp+v-2-(l H) -tT'J F>, N- t KD+^ 
Xi^^>^5F. N- t Fo*S/7*-M a K. 1-t 
Ko*V- lH-^<>y h 'J7*/-^WE>N-t FP* 
40 Vffc^£<0x*7;UVaWfcn*. -«K (V) T? 

AW Fy-rf^>W7^>». h'JxWwH. t »J^ 
tf3«;>ll x^^-^7^>JI> Vx»^-JU 
7 2>fe, h'JX^/^7i>l ^^>>?P^tV^ 
7 5>te, N,N-^>^Xf U>*^7 5 

50 i4S§«i$ti, «fl3*r^HK^ (V) T&sti&it&m 
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9 

[0033] *siSk:*<,*t, h»k < v ) T-*Sft& 

-f* h\ N^'-WV^ot^WW; K. N- 
a?U>, M'i>KF »J^f JU, *'J'J>KA^;K * 

y 'j>K-f v*at:A\ **vttfk'J>, V7*aju* 
**»M7s>h\ fcft**~;k *ffc+*iM^k fl* 

P^MHar**^ HJ?*-^l>**-7^>, 2 - a 

^ - 7 - t KtHr^>^ V^^tV All 2 

OAt KP+fKftWtt. N-t Ko*voV> »J 
7V'-Jk l- (p - i?uu^y^>^)ly 4 -a/M-* 
V) -6-^PP-'lH-A>!/MJ7t/-JU. N,N 

-^*jl>*^a7$ Kt*lfk?*~;k *xy>, > 

[0034] ±ieEiScc*j^T: % fh^ia (iv) £ <v> 
cssn^it&ttoHja^a*, *. 

h. jL?s->\,*i<J>T>l>v-)im> 7-feK>, 

>. 7-brhAh 'M, £oa*jL/A. *Ifk-**U>, £ 

-yy*Jl**^A7S K. fcfyy>©«fcV/*ffl©8« 

OX i J: l*. Kfcl* * fc 7 >J ftRttB*Stt . h 'J 
(l&fS) TM^TSk H- «£fc> rji 

*jMrju*y>. n,n-5> (fiiR) r^*^>y* 

7 2 >»©J: ^ fcl*W«*a^»ttTtCff 

4PT. *ia*fc«aiaTtt:KES3«Tfo*i*. ««:, - 
^ (vi) r*sn*fk^tt^7^*-^»tt«:lB*» 

[0035] 

[ft 11] 



<€) 4*632 0 0 0- 1 9 1 6 1 6 



10 




(]) 



[0 03 6] < I ) 4 s . A, Ri tecfcO'FU 

10 l*. ftR, p-h*X>AJl>#> 

7*fe Ud^PP^y^W^U^AKSlFF 
^7^2 h^h 'i^^PnA^^^ASftTTOJU*^ 
[0 037] *«©fk&«li 1 7 'J -^^tMEi 

«*«>*tt4j JcufftSWt orwsrab&o 
[0 038] *Mi<9E<Rt*. «pw«cab&t-««an 

l*6tiSWBftl. fiSSSiJ, ^S«U, 

». mm, nmst&n. m&m. tut 

». «(k«. S^fk^ctO'pH^M^OSS^fl 

[0039] xmvmmzmmmv^tt • a$®m± 
*. fiw-r&fk&ftiottai. 

«**J:c;*<E>»W?ccj:->rfcl|ft*^ flilWWfl 
40 0«Stfc «Al 0»H. iBSDlmer^i00in«r 

S 1 @«0 . 1 m ff - 3 0 m firSJfcftW WJ;^. 

j£IRMcr)«^t«*fk^«V«:ftO. 0 1w/v^ 
-1. 0w/vK JffSKtiftO. ()5w/v%- 
0- 5w/v9*SW**jSB»«:, tfttKHSO-C. IB 

s i ^*an, i a i ^4iiiiata^t'6^j:<r*. 

[004 0] **<HOBS«:i* % *»Wfl>a»KSOto 
50 [004 1 ] 
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7P h >KIS.ti^«5 £ h ;U (fM?)&> Vanan Ganin 
i 2000 <30CbHz)£. Rfe£t£, Shibata KEL-270 

[0 04 21 2-<(6-fc + 

5. 7, 6 -7* \*yS*&9W>- 2-*fJlo*A># 
■=^7$ y)-3-^^^-N-(l -(2 ->f^7'o 

(2. 0 Ocr, 5, 7 4mm o 1 
lOmLccx*u>yy:a-JM 1.07* , 17,22 
mmoDi. p- h jUx>a;U*>@S^'J^^A 
(0.43?, 1 .7 2 mmo I )£AB*m#raira&ja 

* ^Lfco Slt«a>«*«:9*0fc©* 1 0 0 m LOgfr 
■x?jHC«BU 1 0 0mLG>*nS»**C2B, 1 
0 0 mL<M&«£fc*T' 1 BftfrOfc. f§6tl^AJi 

-(1 -(2 r 5 -!/ttV7^)-3-^^J^'f^) 
-3 -jt*fr-2- ((7x^;M h+^)^Jl^ J )Ur 
^)^>r; K ( 1 ,87 ff ,83%) £fifeHft±' 
UCf*fe. 

'H-»il (CMSO-4 ,300 bHz) : 0.76-0.84 (12H, in), 1.1 
6-1,35 (2H, m>, 1.55(311, *), 1.57-1.97 (1H, n) r 3, 
70-4,01 (6H, m), 4.65 OH, d, J = 3.1 Hz), 5.00 (2 
H, del, J = 21,5, 13.5 Hz), 7.17 Clfl, d, ) - 9.2 H 
z), 7-25-7. 34<5H, s), 7.52 d, ) = 9,5 Hz). 
[0043] *??72 

N- (1 -C2 ,5-^**V7^l)-3-^*n>y? 
no-3--**H>-2 -(C7*xjM h+so^MMt-jU 
T s syf*s?\ M 1 .8 5 tr ,4 .7 1 mmo 1 ) o> 
5 0mL x*,>-;U?gig<c, 43RJ?H«T, 5%'*? 
^■!>Aj«S (0. 5(U')£*D*.. ^SEET^-c-a 

l/C2-7£,>-N-(l-(2 ,5-^7 7^)- 
3-^^JU^^)-3-^^^>r2 h" ( 1 .2 0 

'H-WR (DMS0-4 , 300 MHz) : 0,72-0,56 (12H, m), 1, 
16-1,64 (5H, u»), 1,84-1,90(1H, n), 2.93 (IH, d, J 
- 4.7 HZ), 3,72-3,59 (4H, u»), 3.94-4.03 (1H, m), 
4.70 (1H, d, J = 3.1 Hz), 7.55 <1H, d, J = 9.6 H 
z). 

[0 04 4] ^f?73 

(S)-(+)-6-fc KD*>-2, 5, 7, 8-^h7 
y^;^p7>-2-W>K (5,0 g, 1 9 .9 8 
mmo I )£t Kp*>*^>W* K (2,9 9 g, 2 
5. 9 7 aim o I) $:^f7t KP7?> t 1 0 0m 
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L) 4C«JS?U*»Ofc. l-x*^-3- <3-S>-** 
jU7 5y^Dtr^)*^#^^5 KttBtt <4,98*r, 

2 5.97 mmo I ) *1 OOmLOWfc^^uvtca 
fl?U h »Jx?4-T*> <2.63er, 2 5,9 7 mmo 

». Si6«l*>na*JUA10 0mL ccSWOlttS 

fei*2 0 0 m 1/C3 B. ffifP^K^i- h »J 0 

1 0 0 m L V 1 [Hfc J: O'ffifa^Tk l 0 0 m L*C 1 Bft 

10 <Z>%. ^tt«rtKBUfc« 40mL<^*U*> :i*ltx* 
^ - 3 ; Ifcffil^WMUrteC'ttK £*>tCl 8 0 
in L©Jjaffireft»*t* D&U 2,5- y tf 
■ KD*^-2, 5, 7,-8-*h? 

(3. 5 4 5 1%) tLxmtc. 
v K-MjR CDM5D-4 , 300 kHz) : 1.69 (3H, s) r 1.89-2,0 

3 (7H, m), 2.39-2.47(lH f m), 2.S4-2.66 (2H, m), 2, 
75 (4H r s), 7.53 (0,5H, s). 

[0 0 4 5] Z?v74 
20 2 -7^ /-N-(l -(2 ,5 -S>* + V7^)-3 - 
^<^^y^^)-3-^ : ? : JU7 r i>>74 V (0,7 5tr, 
2. 1 7mmo !)?:50mL^gfU^u>tc?gKL 
2. »J^^-;U-6 - t KP + ^-2, 

5, 7, 8 h7f^^^DT?>- 2-^^^^U 
(0 .5 6 sr. 2. 1 7 mmo I > &HJx*jU7 
5>(0..66g, 6. 5 linino 1 ) tthtCSjfitL 

B*l/fc<?)feBiKx^;H OOrnL u:r&ft?L, l^ 
*Bn00mL-C2B, F 'J -5 A*jS« 

30 1 0 0 m L t? 1 @fc J: vmftH&k 1 0 0 m L-C 1 Bi* 

<2 r 5-S>*tv^^jU)-3->^^^^)-2- 
((6-tKPt^-2. 5, 7, S-t^^H-^P 
v>-2 - ^^)^;l-#^^7 5 3-^ ^^r^ > 
7 5 K ( 1- 1 1 ff, '«fitt> ftl&fc. 
'fi-WR CCW50-4 , 300 bHz) ; 0,30 (3H, d, 6.9 H 
z), 0.49 (3H, d, J =6.7 Hz), 0.78-0.56 (8H, m), 1. 
22-1,36 <2H, o) f 1,35 (3H, s), 1,48-1. 51(W, m), 
40 1.65-1.72 (1H, nO. 1,95 (3H, s), 2,05 (3H, s), 2,1 
0 (3H, s), 2,21-2,60 QH* m), 3.71-3.83 (4H, in), 
3.96-4,02 CWr «»). 4.18 (1H, dd, J =9.1, 5,2 Hz), 
4.65 (lfl, d, 1 « 3,2 HZ), 6,91 (1H, d, J = 9,2 H 
z), 7.52(1H, s), 7,82 d r 1 « 9.3 Hz). 
[0 04 6] ^^?7'5 

N-(l - {2 jt*A>zr* 
^)-2-((6-t KO + S/-2. 5, 7. 8-^h7 
^Ui7p-7>-2 ->f^)^^JU75 3-^ 
^7'^>7S K < 1 . 1 1 , 2. 26mmo 1 > ^ 
50 7-fe h>l l OmLtcSWLi. (7-fe h^h 
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>M> ^^og^^Mn) (0. 0 3 er P 0. 11 

U 1 M«ttK 1 0 0 m Lr2 Q, Off DiftftfcS'*- h 'J 
0 1 1) 0 m L v 1 B, iJJitltfltttt* 1 0 

ttffltt*^l,£l,ri. 1 8 jfSfc, 'cn«r^*i^> ; 

h^7^-cMU 2-«6-t 

5. 7, 8-^h^J*^^D-7>-2-^^)^JW 

t%)-2-t+VX^jU)7'^>T5 MO. 2 jr. 2 
09* ; Ifc^ftl > «rfiett»t?»& v 

'H-Wrt CCH50-*', 300 kHz) : 0,33 <3H, d, 1 - 6,7 H 
z), 0,53 (3H, d t J -6.7 Hz), 0.83 (3H, d r J « 6.3 
Hz), 0.86 QH, d, 3 - 6.3 Hz), 1, 32-1.36(lH, «»), 
1.40 <3H, s), 1.49-1,58 (4H, m), 1,95 (3H, s) r 2.0 
4 (3H r s), 2.09 (3H, s), 2.25-2.56 (3H, m), 4,07- 
4,14 (1H, m), 4.23 <1H, eld, 3 = 9.9,4.9 Hz), 6.87 
d, 3 - 9,2 Hz), 7,52 (1H. s), 8,44 (l>1 r d f 3 

- 6,9 Hz), 9,36 (1H, s), 

1 6 5-1 6 6C. 
[0 04 7]*tt«2 2 -((3 ,5 -tract * r t - 

- 3 - <* frJl' - N - ( 1 - <2 - -* *>VzfV tr;U)- 2 - 
it+vx+kyft'srx K (fb£fc2) 

<S)-(+)-6-t + 5, 7, ^ 

3,5- 

9. 97mino 1 ) *<>%<f»ri*J6Wlfl)X7-y^3i 
Ett©»ff4teCfc^ 2,5-^**Vtfny^^ 
3,5-t*(t e r t -7'^jU)-4 - 1 Kc+^ 
h (2. 4 3 tr , 35%) Afi BttBTWfc. 

'fi-l** (CHSO-4 r 300 fcHz) : 1,39 <18H, s), 2,84 (4 
H f 5) r 7,82 C2H, s),8,27 (Vi, s), 
[0 04 81 *7**72 

2, 5-^**vtra 'J^-jU-6- t KP+^-2, 
5, 7, 8-7 K h?-rf^^^P^>-2-^JU^^VU 

-tf*(t e r t -W)-4-tKn+i^i>*/x- 
h < 0. 8 5 sr, 2 . 4 4 mm o I ) £fefe^-C*fc« 
1W^74 ilffl«W>»ff «:** Cfl:c», 2 - ((3 , 5 
-tf*(t e r t -7'^^)-4 - 1 Ka+S/7*ijU) 
^^jUTS ^)-N-<l -(2,5-^**V?~ 
jU)-3 --**jU7^)- 3-^^7'^>r 5 F 
(0. 5(U, 4 2«> *SfeHffr<tL>i:»fc. 
■tt-NlK (CMSO-dt , 300 Wz) : 0.76-0,90 (12H, m), 1, 
13-1,32 (2H, m), 1.38(18H, s), 1.54-1.59 <1H, nO, 



(8) 4*692000- 1 9 1 6 1 6 
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2.04-2.11 (1H, m), 3.84-3,71 (4H, m), 3, 97-4, CM (1 
H r m), 4.22 (1H, t r 3 =- 8.6 Hz) r 4,70 (1H, d, ) = 
3.4 Hz), 5.93 (0.5H, s) f 7,36 (0,5H, s), 7,51 (2H, 
s), 7,59 <1H, d, J - 9.5 Hz), 7,99 (1H, d, J » 8, 
7 Hz). 

[0 04 9] Z??7 3 
N-(l - (2,5 -:>**V 7^-3-^ 
JU)-2-(C6-t Fn+V-2, 5, 7. S-TYy 
J?)lt?W^-2 --i^-ftbtf-kTl 3 
10 ^7'^>7S K<Wfc>D£, 2-(C3,5-t'A<t e 
r t -7 4 - t KP*>7 ji^jlj^^i^r 
S ^)-N-(l -(2 ,5 -i>**77^Jl<>-3--rf? 
jI^p'^jI')- 3 -j*?>{>'7$ >7 5 K ( 0- 5 0 tr . 
1. 0 2itimo 1 ) *fe%^*ftflll<0*T*75<fc 
M©ttfP**Ctcl-. feSRdfcttf^ib'CO. 
5 0gf§fc. Ch4V»J*m?A^7F^7^ 

BS^iO-C. 2-«3,5-f^Ct e r t -7* 
Jb)- 4 - t KP + ^7*^^)^7JU^;t'r $ ^)-3 
20 -^^^-N-(l -(2->9 L ;U7Pf^)-2-^-=f 
yxM)7^>T5F((). 0 7(f, 15%;ft^B5 
2 ) ko 

'H-WR (»eQ-4 r 300 KHz) : O.Sl-0,94 (12H, m) f 1. 

20-1,63 (21H, m) r 2,11 <1H, m) f 4,10 (lH f m), 4,27 
(1H, t, J = 8,4 Hz), 7,54 (2H f 5), 8.09 (1H, d, 3 
= 7.3 Hz), 8.40 (1H, cl, J « 7,6 Hz), 9.39 (1H, 

s), mH; 213-215 C, 

[ o o 5 o l tmGi i *Ar>w >s*«ttG>amg 

30 ti^X^tAnal. Biochera,, 20S@, 387-3921 (1993 

■tf-f>(0. 5m?/mL). 50mM h»M i»4 ¥ 0 
irisJ+k) 7ZS*$1>tm (PH7. 4). 

Ab/f ^-J^(l oiiiM). fi-*^wxo. 03 si 

^#f±) 4d«?SlSift2 0 Om L ten *<9iM®ttKX 
Kj6«2. 5 /i L i 2 0 mM 

fc, 30 3C, 6 0»fflSt31ifca. SfiftlOOiiL 
£Stog£tc#U tl«*5 0iiLt5 0«i?-?i/-y 

40 »j 7 > h ^ot—£fe i o o /i l <r»* trftsa-c 1 5 * 

■ia»IH(/&a. 5 9 5 n m"C«*dt«:flM*Ufc, Kftg 
*S * <f I - ^ ^ ^ ^* * V K&S 2 . 5 ii L «?«fll 

2 0 mMttf k^il^v^ A<7;nt>0 tc 1 mMx 9 1 u 

* >»KZt h U * A * SMffl Ofct ©4 ^ 9 > t 

^sciCj o )^^fc 4 <cto, ttKSitfk^ia 1 J: 

Flt$= { 1 - wm&-7y>i>®) / (3> hP- 
50 ^a-7 r 5>^fll> x i o 0} 
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4ffi)2 0 0 0- 



19 16 16 



[005 1 ] (HMi) >ffi«Stt < I C *■ [ 0 0 5 2 ] 









0. 3 0 
0-9 0 
0. 2 1 



[0 053]S*BW2 y*)-yi>*mmm *-^*ttffiOfc. 

( i^^ft ) B 1 o i s ( Blios , M, s. f Nat 10 [0054] ( ) f t3W£#£fr V>fi 



ur>3 (London), lag. U99l (1967¥) > tCfiEt^ 
1. 1 -*/7x^jU-2 - t*2 UJUk K^^JU ( 0. 1 
mM;HTDPPH±BMB><Ox*;-jUj6*0. 9m 
LKfef8ti^Ka?fe*0. luiL«»L, 2 0#«lC5 
1 7 iiinO«*S«:?ilt0fco T**ftttl#»P<fc£«! 



;UDPPH©*4^©tt***2K*ofc, *i«Rtt 
[0055] 







1 

(*M) 


I 0 
(«M) 


1 00 

</(M) 


10 00 




101 


87 


I 1 


1 i 




103 


1 01 


98 


8 9 




102 


86 


I 4 


9 



[0056] mm i &m 

ffcSttl 5 0m? 

8 0 me 

r > ^> 17m isr 

7 >J >R-? ^4 a 3 m fir 

jfci-fe^D-* I0m«r 

sua: (flAt*? Ko+s/yo^y^nsjuD 

[0 05 7]«*J«2 *:Mr;U« 
ft£«2 



7 5 m tr 
7 5 m sr 
1 7 in tr 



[0 05 8] a»M3--|fnSMM 
fh^«52 7 5 t) m tr 

mmm%& ioomL 

Utc, 



[0059] 



mm 4 

f k^to l 

'J>B2*S* HJ^A- 2*fD«l 

teffc-oif/wa^A 

0. lN^ttMJ^A 

«8*fi 8 0 m L tc t K a * W P t: ;M * jHs ^ P - 



0. 5* 
0 . 1 g 
0. 9? 
0 . 1 g 
0. 0 0 5 6f 

(pH7. 2) 
&100mL 

U 0. lN*@?ffc^H^A*Afl*pH£7. 2tC3l 
J: D a^ccswstffe. «abk*ttlit . ££ 1 0 0 m L 
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Cio) 



2 0 0 0-191616 



17 

[0060] 



15 

IRIS. fcJ:tf B(^St5iCJ:^iRlS. jftj&L 

lift t£WSFfi«5G>?Mfc J: W&SESI ± U X WSK-fc 



(51) Int. CI.' 

A 6 1 K 31/35 
CO 7 D 307/84 
307/87 
311/66 



mum 

6 03 



F I 

A 6 1 K 31/35 
C 0 7 D 307/84 
307/87 
311/66 



60 3 



F * - A ) 4C037 QMO (*15 
4C062 FF73 

4C086 MOl M02 M03 BA05 BA06 
BAOS ZB21 ZQO ZC41 

4C206 MOl AA02 M03 GA07 GA25 
ZQO ZC41 

4H006 MOl M03 AB20 BJ50 BQ10 
BV72 



